Introduction: A relatively novel application for dermoscopy and reflectance confocal
extracted from the plant Euphorbia peplus, which has been previously used as a traditional remedy for common skin lesions, including skin cancer [3, 4] . Its mechanism of action is to induce rapid and direct cell death and an immune response mediated by specific activation of protein kinase C delta, including neutrophil-mediated oxidative burst and clearance of tumors [5] [6] [7] . Thus, local skin reactions (LSR) can range from mild inflammation to severe vesiculation, pustules and erosions [8] . Dermoscopy and reflectance confocal microscopy (RCM) are currently the most used noninvasive imaging techniques that help clinicians not only to achieve high diagnostic accuracy for skin cancer therapies, but also to monitor treatment over time [9, 10] . with several inflammatory cells was seen followed, after 30 days, by a complete recovery of the epidermis that showed regularly spaced keratinocytes with a well-defined contour.
Case 2
A 67-year-old man with skin phototype II had several AKs on his forehead (Fig. 3 ).
Dermoscopically all AKs were typified by a red pseudo network and focal whitish scales. RCM depicted the presence of parakeratosis, scales and severely atypical keratinocytes. Topical treatment with ingenol mebutate was initiated and, after 7 days, erythema and vesicles located within the treated area were present.
Interestingly, RCM revealed the presence of vesicles and, at higher magnification, large cells with lobed nuclei corresponding to neutrophils were detected together with necrotic keratinocytes (Fig. 4) . Cytology smear of the pustules and vesicles has been performed (Papanicolaou test) to correlate the RCM findings: necrotic keratinocytes (in pink) are seen together with inflammatory cells and neutrophils with lobed nuclei (Fig. 5 ).
After 15 days, a complete response was noted with healing of the treated area that appeared significantly better than the surrounding non-treated area (Fig. 6 ). Both dermoscopy and RCM confirmed the clinical response by showing normal skin and regular keratinocytes, respectively.
Compliance with Ethics Guidelines
All procedures followed were in accordance with the ethical standards of the responsible committee on human experimentation 
DISCUSSION
AK is the early phase of a multistep biologic continuum leading to invasive squamous cell carcinoma [1, 12] . Currently little is known about factors predicting which lesions have the potential to become invasive squamous cell carcinoma and which are likely to remain confined to the epidermal layer. Based on the concept that AK is a very early malignant lesion, there is consensus that patients with AK should be treated and periodically followed-up [2] . [13] . LSR include erythema, flaking or scaling, crusting, swelling, vesiculation, pustulation, and erosion or ulceration [8] . Analysis of four randomized controlled trials has shown that ingenol mebutate has promising characteristics given its shorter treatment course, and overall intensity and duration of LSR measured with a global LSR score [13] .
In our two cases we demonstrated the in vivo skin changes occurring during ingenol mebutate treatment by using dermoscopy and RCM. Both cases were typified by the occurrence of vesicles and pustules formed by serum and inflammatory cells, respectively.
Notably, using RCM we were able to visualize the presence of neutrophils within the observed lesions. It is well known that neutrophils are among the first appearing inflammatory cells migrating towards the site of inflammation. 
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